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Natural evaluation of HIV
infection
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Effects of ART on the immune system
in chronic HIV disease
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Naive T cell regeneration > long term CD4 T cell expansion and

Re- diversification of T cell repertoires
(Autran 97, Pakker 98, Li 98, Lederman 98, Bucy 98, Gorochov 98....)



Reduce bidity and mortality
related to AIDS since HAART

% 4
40 -

30 -
20 -

10 -

1994 1995 1996 1997

from Palella, 98



WA BG4 R A AT T 380w H WAL= TR A4 TR

WA, T,
RS0 s B 3 DU VAT 20 0 44

T

Y.

3 RAUL ]

http://www.rednet.com.cn 2004-4-13 15:08:52 2L 4 H 13 H H,

DA AR 359 o 5 PUR B R T 20 i (F 44 %)

<EiE
R
AP
Mzt
§§-=4
LIS
K3 .
JINHK
=<
RIS
R am
IR
RO
AR
KL
EIEH
SR
<sgm
%&Al

ﬁ_.aW/n \.Eﬁ, o.m_H.m_Ul
RKIEARK
PR e
AHECHE ..
TR i

a'ERE. ERE

I RE

m
OgH>
R
e
i
Eﬁa Id
-
et
eSS
WLk
Iz,
K
e
&

Ho

B
it
EE

iz

ER
N’ -’



N AETREERAFAZHZE

S : HiR#HRE EHE: Tz 50 Fls-FHMET BER: 2004-03-30 S HAZMR: 171159

—T-HEERERNIGE AR TIEIFEIT M E RS nEEN - ERRECER rmil, OEATES
ME—EH RS EIERIFE e EnS e “IDERE" EE. HElEFE DS s R EE RN T T3,
_ @3 ES=. {0EN. NEEAR. BRES---220EMERT R “EEE" EEENEERE, HER
T~ HAEE R AR B E REE T .

O UERELE AN RETE “MEtEnE”  ERADEEN 1FER— @ E3RTIETIE.
“—HEImARmE R, HISREZEAENTET .

m%ﬂ?ﬁ%mﬁﬁ%ﬂﬁ PER.A ZFRELRR. E3xiE0. EESEFLIERR SRR ERIE G
1%



Major problems for HIV/AIDS
treament in China now

The efficace of H A A R T and toxicity for Chinese HIV/AIDS
patients?

Whiche combined ARY is better ? When we should initiate
HAART?

Immune reconstitution for Chinese AIDS patients, as well as
the dynamics?

Evalaution assay for HAART in China?
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O The efficace and toxicity of ARV, as well
as the immune reconstitution for Chinese
HIV/AIDS patients;

O The relationship between TLC and CD4 T cell
count before and after HAART;

N The relationship between CDS8 activation
sbusets and HIV viral load before and after
HAART;



Study objectives

+ HIV/AIDS Chinese adult patients;
<4 CDA4+T cell count<400/ul;

<4 Naive to ARV;



Epidemological

information for patients

Total

Group A (CD4 count Group B (CD4

<100/ul) count=100/ul)
Number 103 69 34
Sex(M: F) 58:45 38:31 15:19
Age (Y) 38.2x12.9 39.7x£16.5 37.3x11.0
Blood 82 58 24
I Way Sex 15 7 8
Unknow 5 1 1

AZ;

FEZECDATA f91H%1<100/ul;

B4 : FEZCDATA futH2=100/ul.



Clinical characteristics of Patients

Number

10 (B4l)

9 (B41)

15 (BAH4%1, AZH11451)

17 (BAH7HI, AZH1041)

2 (B4
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48 (A4l)
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Total (n=103) A (n=69) B (n=34) P Valuave
810+443 13764529 =0.005
TLC (/ul) 1085 +473 .
52438 264-+191 P<0.001
CD4T count(/ul) 10685
558 +377 833+472 =0.044
CDST count (/ul) 6474346 .
VL (Lg copies/ml) 5.215+0.811 5.41040.738 5.015+1.022 p=0.052
Naive CD4+T LL45(%) 16.5+10.2 124 + 6.6 263 +11.1 p=0.002
Memory CD4+T E. 4] 73.84+21.0 78.2 + 25.8 67.2 £ 13.5 P=0.008
(%)
CD4+CD28+T/CD4+ 72.1+15.3 61.6 +18.4 87.6 +4.9 p<0.001
T(%)
CD38+CD8+/ CD8+ 85.7+9.28 90.2+ 10.6 78.7 +8.8 p<0.001
(%)
DR+CD8+/ CD8+ (%) 52.2+13.0 59.4+21.7 43.9+15.6 p=0.001




Clinical improvemnet:
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The toxicy related with HAART
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Dynamics of VL during HAART
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BB n=103

O <50copies/ml

B 50-500copies
[0>500copies




Comparing of VL change between two groups
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Comparing of VL change with other Euroup report
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*van Leth F, Andrews S, Grinsztejn B et al The effect of baseline CD4 cell count and HIV-1 viral load on the efficacy
and safety of nevirapine or efavirenz-based first-line HAART. AIDS. 2005 Mar 25;19(5):463-71.




HAART12/ F #"CD4T4i s /2 H naivef!
memoryt HB A (n=103)
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Comparing of the count 1ncrease after one year
of HAART between study with other report
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*Lampe S, Gatell J, Staszewski S, et al. Trends over time in initial virological failure of first HAART, 1996 to 2002: a joint cohort
analysis of 4143 subjects. Program and abstracts of the 12th Conference on Retroviruses and Opportunistic Infections; February 22-
25, 2005; Boston, Massachusetts. Abstract 593.




Significance relation between CD4 cell increase and
VL reduced after one year HAART

HAART J5CDAT 40 M i+ 20 A8 A J 5 1 3 HTV - RNAZR A 8] A5 S 1 4 M

r=-0. 303, p<0.001

MLIFHIV RNAZR &= A FE (logcopies/ml)




A CD4T without relation with baseline CD4
count and VL after HAART

12> HFHAART A CD4T 40 il
Baseline VL r=0.165, p=0.410
Baseline CD4 r=-0.19, p=0.657

count



Co-stimulation of T helper cells by
professional APC

SIGMAL 2
Cognate T-professional APC co-stimulatory interaction

CD28/B7.1/2

IFN-y

SIGNAL 1

Antigen recognition
& co-receptor ligation
induces CD28 on T cells

Signal 1 & signal 2 are required for T cell clonal proliferation
and differentiation to effector cells
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Significance increase of CD4CD28
expression after HAART
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CD38. DRLECDs TSRS (96)

Dynamics of CD8+ subsets activation percentage
and VL after HAART
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Significance relation between CD8 activation and VL
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ROCHIZ: (relative operating characteristic curve)
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EHAARTHIA [F] B R] FH A TLCTRI A CD4A+THIZWiE (n=103)

HAAR  FijllCD4+T4i

\ - ROCTHIfR REE  Fp=d PHMET BAMETR
TVEIT o 88 o P {H . g ‘ AU h
: N ETCARRILLETE
e (Al CHERfIM) (%) (%) WHE%) IHE (%)
95.5 88.5

ACD4+T>50 0.964+0.032 0.000 92.9 91.7
L 82.2 79.6

ACD4+T>100  0.900+0.064 0.003 85.0 83.3
93.6 82.9

ACD4+T>50 0.903+0.026  0.000 90.7 80.4
91.7 89.3

M6  ACD4+T>100 0.889+0.076 0.002 93.7 90.0
74 .4 81.4

ACD4+T>150  0.808+0.072 0.002 73.1 76.9
84.7 91.2

ACD4+T>100  0.9284+0.040 0.000 84.6 90.6

M12

91.3 88.7

ACD4+T>150  0.894+0.062 0.000 86.0 91.8




JCD3871 DR L f51] Ftl 1fn. 25 5 7 ¢ o A # D12

T B B = AR ROCTHI P (i M CUTOFF R Rk
(# Dl/mD) ” i (%) (%) (%)
VL<50 0.7384+0.029  0.000 <68.5 77.1 74.8
VL<500 0.742+0.025  0.000 <72.5 72.5 73.6
CD38
VL>1000 0.749+0.025  0.000 >77.5 71.8 68.9
VL>10000 0.747£0.026  0.000 >82.0 76.3 67.5
VL<50 0.699+0.039  0.000 <21.0 66.7 66.3
VL<500 0.776+0.033  0.000 <27.0 76.1 71
DR
VL>1000 0.797+0.033  0.000 >39.5 77.6 72
VL>10000 0.7834+0.036  0.000 >46.5 72.1 69.6

FHCD381 L5 S T3 D1 5oms 254 B (VL<504% U1 /mIFIVL<5004% Ul /mD) B A% 5
) 8 B VR S T DRI &5 S AE Tl = 8 DL B s 4= (VL>1000%% D1 /mlA]
VL>10000%% DI /ml> B 80 H B vy 1) 2R RS Ay S 1k



Conclusions
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